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Chicago District

August 22,2001 300 S. Riverside Plaza, Suite 550 South
Chicago, Illinois 60606
Telephone: 312-353-5863

WARNING LETTER
CHI-45-01

CERTIFIED MAIL
RETURN RECEIPT REOUESTED

Mr. Harry Jansen Kraemer, Jr.
President & CEO
Baxter Healthcare Corp.
One Baxter Parkway
Deerfield, IL 60015

Dear Mr. Kraemer:

During the inspection of your firm’s I.V. Systems/Medical Products Business Unit (located at
Route 120 & Wilson Road, Round Lake, IL) from September 12 to November 15,2000,
Investigator Chad Schmear determined your firm manufactures infusion pumps. Infusion pumps
are devices as defined by Section 201(h) of the Federal Food, Drug, and Cosmetic Act (the Act).

The inspection revealed that these devices are adulterated within the meaning of Section 501(h)
of the Act, in that the methods used in, or the facilities or controls used for manufacturing,
packing, storage, or installation are not in conformance with the Quality System regulation for
medical devices, as specified in Title 21, Code of Federal Regulations (CFR), Part 820, as
follows:

1. Failure to establish and maintain procedures to include requirements that ensure that
information related to quality problems are disseminated to those directly responsible for
assuring the quality of infusion pumps. For example:

1.1. EIS –Large Volume Pump Quality Reviews conducted for quarter 4/1999, quarter 1/2000, and quarter
2/2000 did not include review of corrective and preventive actions as per procedure #PHG 177. Also,
procedures did not discuss review of engineering studies/investigations or production data related to pump
design. The related information was not presented during the quality reviews.

1.2. Engineering management did not respond to an internal memorandum that discusses the cause of
premature main battery failures. The information was not contained in the corrective and preventive
action system.

2. Failure to complete the investigation of nonconformities. Failure to justify the halt or delay
of an investigation of nonconformities. For example:

2.1. The report for study ~ explained that fuflher studies would be conducted tO investigate
influences that may have contributed to slightly larger increases in delivery error for trials 7 and 12. No
fimther investigation was conducted. No explanation for the discontinuation was documented.
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~ following complaints included device failures that were not investigated before conqhint closure.
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Ihe occurrenceof battery ternwaturos above the battery --f&:s’&ccifka?ions w&eo&M
..$

documentedduringstud ~
UI)in May 98. Study

( ~ a’: ~inh4m319$J7md6;y#1
wkigated the effects of ternpxaturts On b -ion pumpbat

that were abovethoseapceifiedby the Mrsi pump batterymanuf’’turer. The tempemtuxesobsem

2
the main batteryforthisstudygroupW+ ‘ ~ greater than the manufacturer’sqeoiikadoh I
statusrepwttbestudy authorsuggestedthat bdMViOt betweentWOtest-S was not 9i@ifi09nl

diftlxerliEM( 2o@cs. A Statisticalanalysis was not m atthetimeoftk statusreportto‘&fIrrn(
author’ssugges on as perhe pmtocoL ‘l%efinal report with a @atisticalana!ysb was not completed
9/2oN0,.i4ppxilna@ly,?,yw# after the 6tu@wldni!i@wi. . ~. - + ~ ‘~ - .~ , : :,.

FailurefO.q@~li~ @ maintainCXX’I@CtiVCand plWf311tiV@ttdiqg,~c~~) ~C6XhUt?S_thi. ... .... .....---- . . . .. . .. .. . ...- .. . . ..- “..-.. ..—.-.
include ~-hmnts.ti tidyze sources ofqual.itydata such as month$@@# fnhs
For QIG, the reqxents for-monthly-quality-~tigs .b~- Buter and the-
organizationwere not described in the CAPAprocedures. Possible quality problems and
trends observed during servicing are discussedand tracked at these meetings. ~~

..... . ..-.

Failure to establish and maintain verificationiihdvalidationprckdh to emsuiesuch-
!

corrective a.ction.iseffw%veand does not .adversplya@wtthe fini~ed d~~~ ,,Fov$w

verification activities =soc@ed with the P~P-99-E08 (Repkkemmt ShuttleMotor for
ColleagueQPump) did not incl~e testing the new shuttle motors wjth the improved shutl
motor gearbo% befbre”tipkxrwntation. ~‘-: “ ‘‘ “ ‘‘

. ..
. . . ,. . . . .

Failm tocbnfi.nk, d~g’d~’ign verification,ti;’desi~’ o~~ut ~e~ts We ddp. hPk
requirements before translation of device d~ign to product specifications, For example:

5.1.

5*2*

5.3,

. . .

Desi~ flk #PDP-99-E03 showedthatthebattery charge level indicator djd not mwrately porlxay ba
charge level undercertainconditions. Additionally, the lndititdr reprwmthg the numk of battery
charge/discharge cycles did not performasititqded Design hputs were rmtchanged m reflect&n
requirement. me Form@ D~ign kvicw discqsgecithese iswkp, but de=pdned no co~ctivo ac~on----
necessary,-? .,, . 4,,

Data “documented in Design Fik #I?DP-9!W)8 showed that battery te@Wmres excccdcd the
manufacturer’s spccifbtion and J3axtcr’sacoepumce criteria (design inj?utre@mnen@. Desiq u
requirements were notduanged to retlcct the new requhemcn~ and tk Formal Design ReviGwdid nc
discuss tbcse resvks. AdditionaUy, the Veri@@on RcvieW S~ XOW* ~~ all bpu~ reqyx, .,
were met. ,,. .

The verification study ( - - J I Main Battery cycling Life Test (3/7/97) includ&i01
charge/discharge cychx, According to tie service snsnual, if the number of charge/discharge cycles i
greater than 100, the battery should bc replaced.
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Additionally,your firm’s Mhsion pumps are misbrandedwithin the meaningof Section
502(t)(2)in that your f~ h= @ ptid~ w adequate expltim for not submittingMDR
MaIfimctionReports as required by 21 (2FRPart 803.50(a)(2).

.
Specifically,your firm’s ratiOnaJe fix not submittingrnalfiuwtionreports includesthe
“adverse reporting Cmidance t% Medical Device Manufactureror its Authorized
Representative.” The Global HarmonizationTask Force, Study Group(SG) II drafted
this document. ‘l’heSG II documentdoes not reflect c~~nt ~R policy and cannot be
d to make MDR reporting decisions. Therefore, the firm has not providedor
documented an adequate-n for its &i]ureto submit the mfe~ced MDR Mahnction

Reports.

IIIadditio~ your fro’s currentMDR poIicy regarding ftilure codm and MDR reporting
does not appear to be oo~pliant with 21 CFR part 803.50(a)(2) - malfimction reporting.
Duringthe inspeotio~ the firm’s policy was reported as, “WCM’S current policy is not to
submit MDRs fix complaintsrelated to ftilure codes unless the informationsuggested
that an injury oecumedor medkxdinterventionwas required.” This policy conflicts with
tbe maltlmction repoding requirementsin 21 CFR 803.50(a)(2)beeause a reportable
malfiuwtionby definition invokes an Went that is likely to cause or contributeto a death
or serious injury, An actual iqjury or medksl interve!dion would be ~rtable as a
serious injury.

Also, there is a lack of kformation aboutpatient medical treatment in your fmn’s
investigations. For exampIe,your firm bas no way of determiningg if the device is likely
to cause or oontibute to an injuryOr deathif three is no informationaboutthe m~cat.ion
b- infhsed. The risk to the patient is @’&tecIby the natureof the drugbeing infkxi.
For example, is the patkmt receiving sal~ a nanmtic,a cancer drug,a cardiac drug,
etc.?

Tk COKCCtiOnSand Removals regulation reqm manuf~turers, importers, and distributo~ tO
qrt pmrnptly to FDA corrections or removalsof dcvkes undertakento reduce risk to health
within 10 working dsys. lfOU ~’s ~llqyca s~e c~el infbskm pumps aremisbranded
within the meaning of Section 502(t)(2)of the Ad ~ fiat your firm fakd to submit information
to FDA required by 21 CFR Pm 806, MedicalDevice Correetiom and Removals,promulgated
under Sedan 5 Ig(f) of the AGt. For ex~ple, your fi~ failed to submit ~ R ort of Correction

Fmd Removal to FDA for adding a s~nci dditional battq to the COll~gue single channel

infision pump to correct numerousreportedbattery faiiums. The Correction andRemoval began
h September 1999, ad js cm~tly o~oing. If ~u lMVCnot done so ~ready, you arc required

to submit a reportof aIl corrections and mmov~s to tie FDA, within 30 working days of the
receipt of this letter, of which your firm has conducted si~ce May I& 1998. Pkasc send your
report to cur office and W&ess it to Ms. Kathleen E. Haas, Recall & Customer Complaint
Coordinator.
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This Mt6r is not intendedto be an all-kwl~ive li@of deficiencies at your fkcility. It is your
responsibility to ensure adhereme to eaeh requirement of the Act and regulations. The specific
violationsnoted in this letter and in the Form ~&483 issued at the conclusion of the inspection
m8y be symptomatic of serious underlying probkms in your establishment’squality system.
YOU~ responsible for investigatingand determiti~ the Gauses of the violations identifiedby
the FDA. You also must promptlyinitiatep~anent corrective andpreventive action on your
QualitySystem.

Federalagenciesarc advisedof the issuance of all WarningLettersabout devices so that they
may take this informationinto account when considering the award of contracts. Additionally,
no premarlcetsubmissions for class IIIdevices to which tlMQuality System/GMP deficiencies
arereasonablyrelatedwill be cleared or appm~ until the violations have been corrected. Also,
no quests fa Certificates to Foreign @vannmnts will be approveduntil the violations dated
to the subject devices have been cormoted.

In order to facilitate FDA in making the determinationthat such wrrections have been made, and
therebyenablingFDA‘tov@mw its advi~ to other f- agenoies-~m%rningthe awatd of
governmentcxmtradts~midb cix$didiet@ket@g ckar~be fi~ths$ III de%d~sfir which a -
510(k)premarket notifieati& & Pf@MKetApprovalapplication(PMA)‘hasbeen s-m ~d
Certificatesto Foreign Govornmebtsfor products manufacturedat your I.V. SystemDivision
fiwilities,we are re@6sting that @J submit to’this office on the schedulebelow, certificationby
an outside expert omsultant that he/she has mndueted an audit of your emiblishment%
manufacturingand quality assurancesystems rdative to the requirements of the deviceQS?GMP
regulation(21 CFR Part 820). You shouldalso submit a copy of the mnsultant’s report, and
certificationby your establishment%Chief’ExecutiveOfficer (if other than yourself) that he or
she has reviewedthe consultant’sreport and that your establishm~t has initiated or oompkted
alI cxxreetionsGalledfor in the report. The attached guidancemaybe helpfid in select@ an
appropriatecmwuhant.

The initial certifications of audit and oorr~ons and subsequentceticatkms of updatedaudits
and corrections(if required)should be sublnitted to this office by the foIlowingdates:

Initial ~fications by condtant and edabliknen~ December 31,2001

Subsequent cwifications: December 31,2002
Ikember 31,2003

We aclmowledgethe receipt of your firm’s responses to our Investigators’ FDA-483, dated
November 28,2000, and Januay 9, February 15, April 1, and June 27,2001. We do not
consideryour responses to be adequatelxxa~e of the foliowing:

11/28/00 ROSPOIMO tO FDA-483 # 1:
Your fm did not discuss bow management would assure Baxter’s quality systems not covered dutig the

inspection are io compli.anoc with tbe Quality System Regulation.
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11/28/00 Response to FDA483 # 2:
ProcodurePHG173 rim X@discatauthe fbanat ibrprewntiqg information duringmanagementreview
-$ tOem unifdty fix= meetingtotncating.@SO, the prOOOdufe does MM discuss the
mquiretnents h elevating M“tkmobtained during CAPA’Gand engineering studkdhwestigations to
the managementrwiew. PHC3177does not discuss how information will be sutnmarhd or presented
Wing the quality nutting.

I

1i~8/~ ksponse to FDA-483 # 3.1:
EN Large Vo[me Pump QuaIityReviewreporudidnot discuss the signifkmce of the CAPA’S, the
relationship to the cornpJaints, or what information related to the CAPA was reviewed Pages3 and4 of
the quality review XEportsdid motinclude a summxy of any corrcctivw’preventiveactions. AIso, PHGI77
d= no~discuss how informationwill be ~ or presentedduringthe qualiw _

11/28/00 Response to FDA-483 # 3.2:
Your f-provided no docunmtation m the mponse to _ the statementthat some points h the
memo were demned without merit and did not pertain to actual conditions seen in the CoUoagUe*pump.

11/28/00 R~pcpc to FS)A-483 # S.1:
Your &n’s ~sponses #id not ~ clear how dco&b@ not tci irykdigate andhow the rationalefix those
dedsiotts would bod@m6nted; ‘llae Qk$A systeb~i!lbkswit a@ear to have piowhhs tO -k i-
Imxqghtto & @@A”@iq’ti’which-no hlVCSti@ii8Xi*WSS db+’md’-s.” ‘ “ 1

,. ,.. . .. . .

1MWOOResponsetoFDA483#7.1.snd73: “
We remain Ci&lped tbt nO&%&dDgresultsof,~+-~” ~~ wereconsidered acoeptablcdue to a non-
vedfkation study tiWSS fbr ~~ti~ ~q$,e only. yOUX“b did not ickntify the actions that
address design output tit Ul&* iilput nk@em@s

..&w&* .. ..

11/28/00 Response to FDA483 # 72
Tbe cured PRD, as rtndewed_ the hspecti~ did m disctws the inaccm~of tie batterycharfy$’
hxel indioatoror battery cbatgddiscbqe indioator. ycnx flnn has not identifkxlanyactionsthataddress
designoutjmtnotmeet@ inputrequhem.cutsfix thisdesign.

,, >.-

11/28/00 Resiponse to FDA483 # 8: . ..

The underhningcause of tie failure code was not evaluated to determine if the device mdfi.JDctiod.

Also, complaint #99 101213 did not include information rega w~aa a ILOt*c@l ~te~ention’~
necess~. Your fm did not provide any corrective action fix dais obsewation.

1MMIOOResoonse to FDA-483 # 11.1:
Shldyc ~WaSconducted on a dual batmy pump,nota shqg~b~~~ WmP~ in E~S-?6-078Sme
proposed swdy inchtded w“tb the response does not discuss the equivalency between simulated cycli.og and
actual pump cycling. The study dom not C&USStie rcxharge time period or howa rate of 100IIMx was
chosen as a ~ical opcracing condition. AcIcIitionaUy,the study dots not discuss how rSCMabove 100mUhr
(up to 1200ml/hr) will affect battery performance. ~ ‘ ~ ‘ “ “” ‘ ‘ ‘:

.,! “ . . ....+.. k.,., .,.
.. . .
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11/28/00 Response to FDA+83 # 11.2
Your firm’s responses did not discuss correctionof the operator’smanuals currentlyin the field that list the
storage tempemlkrc range as “29’ to 57 c.

11/28/00 Response to FDA-483 # 1L5:
During the inspection, Investigator ~em did not observe tubing dirne.dons discussed in EIS-96-096.
Additiotudly,no study observed duriog the inspection svaluatecl tubing dimensions ih order to verify
accumcy specifications,

11/28/00 Wsuonsc to FDA-483 # 12.2:
Study ~ > was conducted to predictthe affixx of tubing dimensions on pump acamwy under
~fic laboratoryconditions. The study did not discuss operation ranges as evaluated in EIS-92-073 and

LtiwoL’onSmd.bhl.g*kxls.
he studies that were dewed did not disouss evaluating pump aoouracy at worst case

6/27/01 Response:
we reviewed the Study R- IWrnbor12371, cntitld @UcagueS Yuasa Battcxy Qcling Evaluation

z::E;gz~;e~=~”z=Ekzd;:z=

raw dut8 shows chat a
urea fm Sevcmlpumps. Tbc report does not address this

apparent fiilure to meet ~cations and oontains no failure investigation

We request that you take p~mpt wtion ~ ~ time d~atio~, Failure to promptlycorrect
these deviations may result in regulatoryaction being initiated by the Food andDrug
Administrationwithout further notice. These actions include,but are not Iimitedto, seizq
injunetkq and/or civil penalties.

Pkase noti~ this office, in writing, within 30 working clays of receipt of this letter of the specific
-s you have taken to co~t tie noted violatio~, ~cluding an explanation of eachstepbeing
taken to identifi and make corrections to any underlying systems problems necessa.tyto assure
tM simikr violations will not recur. Ifoorreotive wtion ~t be completed within 30 working
days, state the mason fbr the clelay md the tie within which the corrections will be completed.

In a meeting with your firm’s representativesOnDecember 14,2000, Ms. Margaret Foss, Vice
President Quality Management, explainedthat in June 2001 your firm intended to finish
replacing the single-battery design of mIleague” i.nfhsionpumps with a dual-battmydesi~ We
need to know if your firm finished implementing this eorrectionhemoval to all Colleague
infhsion pumps in the field. Pkasc send ttis OffiCC a detailed status report regarding your firm’s
efforts regardingthis correctionhemoval.

Your response should be sent to Michael Lang, Compliance officer. If you have any questions
regardingthis letter, pkase contact Mr. Langat(312) 353-5863 x171.

Sincmly,

\5\

Raymond V. Mkxko
District Director

Attachments
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cc: Ms. Margaret Foss
Vice President Quality Management
Baxter Healthcare Corporation
I.V. Systems Division
Route 120 & Wilson Road
Round Lake, IL 60073-0490

Mr. Herbert Musolf
Vice President Reliability and Quality Engineering
Baxter Healthcare Corporation
I.V. Systems Division
Route 120 & Wilson Road
Round Lake, IL 60073-0490


